The major differences between patients in the two RCTs were their radiographic OA severity, level 114 of functional limitation and whether they were eligible for TKR or not, while they were of similar 115 age and had similar baseline pain intensity 16 . 116 Interventions 117 One RCT randomized patients eligible for TKR to either TKR followed by supervised non-surgical 118 treatment or to supervised non-surgical treatment alone 14 , while the other RCT randomized patients 119 not eligible for surgery to either supervised non-surgical treatment or to written advice (Figure 1) 15 . 120 The content and administration mode of the supervised non-surgical treatment program was 121 identical in the three groups receiving that treatment, while the fourth group received written advice Two 60-minute group-based educational sessions were given, actively engaging the patients in their 144 treatment, which focused on disease characteristics, advice on treatment and self-help. Patients were given two standardized information leaflets: One with information on knee OA 169 etiology, symptoms, common functional limitations, recommended treatments and general advice 170 on how to address the symptoms, and the other, containing information on where to seek advice on 171 treatment and how to achieve a healthy lifestyle. This was considered usual care for patients with 172 knee OA at the time the study was conducted. Therapy and Physiotherapy, Aalborg University Hospital, Denmark. The assessor was specifically 177 trained in all aspects of the assessments, was blinded to treatment allocation and was not affiliated 178 with either treatment site. In the trial of TKR 12 , to maintain blinding, all patients were asked to 179 cover the study knee with three layers of white elastic tape before meeting with the assessor, 180 thereby covering a potential surgical scar. The analyses of the 2-year results followed the same procedure as the analyses of the two primary 210 reports 12,13 . This procedure was pre-defined in the two statistical analysis plans, which were made 211 publically available before any analyses of the primary reports commenced 30,31 . An independent 212 statistician performed all analyses.
213
All primary and secondary outcomes underwent intention-to-treat analyses. The intention-to-treat 214 population included those randomized to the two treatment arms of the respective trials (n=100 in 215 each trial). As the focus of this report was to investigate the effects of different treatment strategies 216 ranging from a minimal to a maximal intervention for patients with knee OA, no per-protocol 217 analyses are reported.
218
The analyses were performed separately for the two RCTs. Between-group comparisons of 219 treatment effect for all primary and secondary outcomes, except for pain medication, were (Table 4 ). Patients not eligible for TKR 295 The supervised non-surgical treatment group had a greater adjusted improvement (95% CI) of 7.0 296 (0.4 to 13.5) in KOOS 4 compared to the written advice group (Fig 3, Table 2 ). The supervised non-297 surgical treatment group improved by 18.5 (13.0 to 24.0) in KOOS 4 from baseline to the 2-year 298 follow-up, while the written advice group improved by 11.6 (5.9 to 17.2).
299
Furthermore, the supervised non-surgical treatment group had greater improvements in KOOS 300 subscale ADL (Fig 4, Table 2 -3). 8 patients would need to undergo the non-surgical treatment for 301 one patient to have a clinically-relevant improvement, i.e. a 15% improvement in KOOS 4 (Table 4 ). This report of two parallel RCTs showed that TKR followed by supervised non-surgical treatment 306 (maximal intervention) resulted in twice the improvement in pain and function compared to a 307 strategy of supervised non-surgical treatment with the option of TKR later (moderate intervention), 308 which, in turn, resulted in a 60% greater improvement than a strategy of written advice (minimal 309 intervention) after 2 years. Two out of three patients with moderate to severe knee OA eligible for 310 TKR delayed surgery for at least 2 years following supervised non-surgical treatment.
311
Our finding of similar baseline pain levels between the two RCTs 16 confirms previous findings of a 312 large overlap in preoperative symptoms among patients found eligible or not eligible for TKR 37, 38 .
313
On the other hand, we found that patients eligible for TKR had worse function and more severe 314 radiographic OA 16 . These findings underline the complexity associated with deciding on a 315 treatment strategy matching the individual patient and their preferences 16,39 and the resulting lack 316 of consensus about the indications for TKR 9,40,41 .
317
The minimal important change is difficult to define and varies with methodological approach, 318 patient characteristics and interventions undertaken 42,43 with more invasive and costly procedures, 319 such as surgery, potentially requiring a larger improvement to represent a clinically meaningful 320 improvement. In this study, we chose an operational cut-off of 15% to compare the proportions with 321 clinically important improvements 33, 34 . We found that at 2 years, more than half the patients had 322 improved 15%, regardless of the intervention. This finding suggests that a variety of treatments 323 might be beneficial for patients with knee OA with symptoms severe enough to consult with an 324 orthopedic surgeon. As expected, the proportion of patients who improved was the lowest for Shared-decision making processes should include both benefits and harms from the potential 347 treatment options. We found that patients undergoing TKR had a higher risk of experiencing knee- The majority of the pain relief in OA treatment studies is attributable to placebo or contextual 370 factors and not the specific effects from the treatments given 53, 54 . Furthermore, invasive (60) Risk ratio for taking pain medication at 24 months in non-surgical group vs. TKR followed by non-surgical group and written advice group vs. non-surgical group Adjusted estimate 1.91 (1.06 to 3.44) 1.28 (0.82 to 2.00) a User of pain medication was defined as participant taking pain medication of any kind on a regular basis during the previous week; the estimates were adjusted for site; the crude estimate was similar to the adjusted estimate (data not shown). 676 M A N U S C R I P T
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